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Time

Morning Noon Evening

Drug
Cefotiam hexetil| 22 (D | @ (D | D DO
Cefaclor O O e | O

@) : Cefotiam hexetil 200 mg tablet ! Cefaclor 250 mg capsule
O : Cefotiam hexetil placebo tablet CID : Cefaclor placebo capsule

Fig. 2. Tablets and capsules used in this study
and their dosage schedule in a day
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Table 1. Evaluation criteria of severity and
clinical response (by the committee)

Severity Sum of scores of symptoms and signs
Severe Not less than 21 (=21)
Moderate From 12 to 20 (12—20)
Mild Not more than 11 (£11)
Clinical
tnica Sum of scores of symptoms and signs reduced :
response
Excellent 90% or more (=90%)
Good From 75% to less than 90% (=275%—<90%)
Fair From 30% to less than 75% (230%—<75%)
Poor Less than 30% (<30%)
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% (FRHRCIBATERLL) ©2VTHR L, ki
REATOHMEED, REBBIREDT-H OKETH
B0 Ef:, BIEIER RO BENEARS LU 28
HEEOREPERIL EHEETHVLHS actuarial
EYTRD I,

II. & &

1 S SRAEF

BEHEGIOMERIL Table2 iR T L% b TH b, @i
SHEGIEUT 354 f] (CTM-HE % 175 #I, CCL £ 179



VOL. 37 NoO. 1 CTM-~HE [ 5 AEL A0 R i L e A 43
Table 2. Number of cases accepted by the cammittee for evaluation
Accepted for | Cefotiam hexetil Cefaclor Total
Evaluation .
evaluation 175 179 354
. yes 158 157 315
f
Efficacy no 17 22 39
yes 169 175 344
fet
Safety no 6 4 10
yes 158 161 319
ful
Usefulness 1o 17 18 35
ves 125 129 254
Laboratory tests 1o 50 50 100
Table 3. Breakdown of cases excluded and dropped out
No. of cases O Yes, X :No
Reason foti
ceto la.m cefaclor total efficacy safety usefulness
hexetil
disease not to be included 49 4 8 X O X
Excluded | severe complication 1 0 1 X X X
because oot ol
. use of cefotiam or cefaclor
of : shortly closely before entry 3 2 5 x o x
physician’s judgment?’ 1 0 1 X O X
R no visit after first consultation 4 4 8 X X X
Dropped | final clinical evaluation before i ~ i
out 3 days after onset® 2 -5 7 X O. X
because
of : discontinued due to side effect? 0 4 4 X O, O
concomitant use of prohibited ‘
drugs 2 3 5 x . O R

a) One case was excluded from safety evaluation due to failure to report back.
b) Clinical response was not evaluated because of non-bacterial infection.

c) Cured cases were not regarded as dropouts.

d) Cases in which duration of administration was longer than 3 days (9 packets)were not included:~ -~ —- - -~

e) Antimicrobial agents, adrenocorticosteroids, antipyretic analgesic anti-inflammatory agents and anti-inflammatory

enzymes.

B Thotco £ D5 b, BRHEFHENER T 315 fl
(CTM-HE 2t 158 fl, CCL B 157 f), &Mt
2.1 344 i) (CTM-HE % 169 i, CCL £ 175 ),
B IHE I % 4 57 M 5 £ BIfER L 4 61
(CCL Bf) #hnxic 319 BITH -~ 7, EICERKBEMEIC
DU TR RBREFE EAHICER S h s b O R FFiR £
&L, 254 f] (CTM-HE & 125 4, CCL &t 129 )
THoToo

ARBREBERCABTE THEOEIEN R -
FER ORI - BiEE R & £ DR % Table3 iR Lic,

B/t 15 4 (CTM-HE B9 #, CCL B 6 f) TRy
Rizntgstgem 8 1 (CTM-HE B 4§, CCL B 4 f),
APHEE® 1 41 (CTM-HE ), RBBSATIC CCL At
#E2h T 30] (CTM-HE £), CTM 25 s h
Twe 2 (CCL B9, MBI bhigh »fete
BEBESSRHEREE L Lz 161 (CTM-HE B) T
,,éof;o Bi7&ix 24 5 (CTM-HE #:8 @i, CCL F 16
D) CHREHIZ B UK Uit - 78 fI (CTM=
HE B4, CCL B4 ) REARRE (9GKH) ThHE
Uicnot=7 I (CTM-HE B2 ¢, CCL B54), &l
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{EF D 7= d B IRIE Ao rp 1 LIRIEEIBRE Lic 4 4l
(CCL ), BBBAME IO AZ IR OFE & h,
FERZEF DR IHIE O EME s 5 I (CTM-HE i 2 #1,
‘CCL B3 B THhoioo TINBRIMEBRD 14 (CTM-
HE B (3802 B LARESRBE Lighs » fefesb R e PR
Kb LRI,

2. BEERRATF
AR &R DI R E T2\ TN Lic, 4,
BRIV TUNRE D@L BT 2 &L bR D 62
DOEBEE, TiIchbE (B) 4 - W, mMx - v v
SE(ED SR, Y - R, TR EREN, —K
TR, FLIRATRCRER Lico 1k, SEWD, ZCBTE, MRAE
B (EBERS I ERLHT), BEKE - SOHEOCH
i, ABRBISE N O LR oA, RIRBAMAIT O/
BB OFE, RIUBIZOWTIL Tabled i, £HKEHR
BED ol Table5 iz, i@z HD BED
ZEER « FTROBE S\ T % Table 6 1R Lichs,
‘CTM-HE, CCL MBI EE IR ILh o1 TR
AT EWTRAEYHE LB 258 §] (CTM-HE
P£ 129 i, CCL P¥ 129 f|) T Table7 ekt &R0l

TR AR 2L Ts < FRROAM i 2 b Rtco £DO D
CTM # X0¢ CCL & %+ 5 MIC % JlE LB Dix
CTM-HE P 123 fil, CCL #f 125 (I THEFDRA
MIC 0B % Fig.3 i 7t Lizo CTM-HE B,
CCL Ho\Fhicis\Th CTM o MIC 7 CCL &
MIC I h=<¢hTusens, CTM-HE ff X0t CCL B
wikiF s CTM © MIC s#iic#hife<, ¥ CTM-
HE P4s X 0¢ CCL Rfic3sit % CCL o MIC e
AT o o

3. % R

(1) EERZER

Table 8 ERL OV ICEREHIEI X 5EBKHR
PR Uteo 28R £&%I%E Tk CTM-HE 321 158 fidh, %
%) 48 i, A% 81 U, ®RH% 21 7, JEH8WTH
Ll o ® 81.6%, CCL By 157 fid, %% 49
wl, B 7L G, AR 29 7, EH8UTHYER
76.4% Th b, THMICHEEE LD - T ok, BEH
DHEBnE (CTM-HE B-CCL B) 12 5.2% THH,
ERT s 95% EEKMEIL —4.4~14.8% Tho1,
¥7:, TREHE L CTM-HE B»E% 75 fl, 5%

Table 4. Background factors (1). General characteristics (cases accepted by the committee)
cefotiam hexetil - 0——@
cefaclor I 0—0
Cefotiam et
. + facl 9
Item Classification hexetil Cefaclor % St?‘tallssn_:al
158 157 0 20 40 60 80 100 analysis
S male 97 97 i ':/‘. H NS
ex ferale 61 60 : ‘o ! =1.000)
13 ~ 19 5 6 R
20 ~ 29 33 43 ) : i
. 30 ~ 39 42 27 ooy NSP»
Age (yrs) : 40 ~ 49 25 30 > 4 (p=0.649)
50 ~ 59 25 23 o
60 ~ 83 28 28 y
folliculitis & furuncle group 45 55 200
cellulitis & lymphangitis group 31 28 oo
. - o abscess & atheroma 51 46 D I NS»
Diagnosis periproctal abscess 7 4 [ A (p=0.817)
secondary infections 23 23 ! ' H I
mastitis 1 1 R
Severity mild 46 42 i : L N.S»
S . moderate 101 103 | | ' —he
(physician’s criteria) severe 1 12 ’ . z (p=0.625)
Severity mild 42 45 >, : NSH
Tole ariter moderate 85 87 ! | ! Ry
(committee’s criteria) severe 31 25 | | ! ‘ (p=0.455)
Underlying disease & no 100 97 L : N.S.»
complication yes 58 60 i t'g/:‘. ! (p=0.873)
no 148 146 H p— N.S
Pretreatment M
-with antibiotic yes 6 11 o—t—T"1 | (p=0.339)
unknown 4 0 —
. no 94 97 P i N.S.»
Surgical pretreatment yes p 4t : ¢/f’ : o oren
negative culture 12 8 r H i H N.S®
. . monomicrobial 2 102 ) i H 'y
Type of infection polymicrobial 137 27 . ' : ; (p=0.690)
unknown 17 20 —
2 2 test
DY test

©) See Table 5
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Table 5. Background factors (2), Distribution by diagnosis

(cases accepted by the committee)

45

. foti
Diagnosis ceto 1a}n celaclor x? test
hexetil
folliculitis 12 10
N furuncle 25 36
Folliculitis furunculosis 5 8
& furuncle carbuncle 2 0
group impetigo 1
Sub-total 45 55
cellutitis 12 8
. felon 11 11
Cellulitis & lymphangitis (lymphadenitis) 6 5
lymphangitis suppurative paronychia 2 3
group erysipelas 0 1
N.S.
- 31 28
Sub-total (p=0.780)
subcutaneus abscess 18 12
Abscess & | jnfectious atheroma 33 34
atheroma
Sub-total 51 46
Periproctal abscess 7 4
wound 5 9
burn 0 1
Secondary operative wound 9 5
infections others 9 8
Sub-total 23 23
Mastitis 1 1
Total 158 157 —

. 100[105 CFU/ml
E\S 90
= L
S 80
« 10f
o
o 60F
=
§ 50
8 40F (1) Treated with cefotiam hexetil/MIC of cefotiam
° ~--e---(2) Treated with cefotiam hexetil/MIC of cefaclor
> 30 —o——(3) Treated with cefaclor/MIC of cefotiam
= 20 —-=0-=~ (4) Treated with cefaclor/MIC of cefaclor
=]
g 10f
(30[--"11111111111
<005 005 01 02 039 078 156 313 625125 25 50 100 100<
MIC (ug/ml)
D Number of cases
rug MIC of MIC (cumulative percent) Utest
group Total
<005 0.05 01 0.2 039 0.78 1.56 3.13 6.25 125 25 50 100 100<
: 0 8 4 18 46 22 5 1 0 2 0 11 3 3| 123 .
Cefotiam | _Cefotiam (D | ( 9) (7) (10) (24) (62) (80) (84) (85) (85) (86) (86) (95) (98) (100) 0
hexetil 0 2 2 7 18 31 18 11 3 2 8 8 310 | 123 —q 2
cefaclor 2) | (9) (3) (3) (9) (24) (49) (63) (72) (75) (76) (83) (89) (92) (i00) (p=0.388)
] 4 4 6 23 44 21 8 1 2 1 1 4 2 4125 | (p-
Cefaclor |- 2retam B 1 (3) (6) (1) (30) (65) (82) (88) (89) (90) (91) (92) (95) (97) (100) ‘?&'3(4)
faclor (4) 125 7 21 21725 9° 6§ 3 4 8 4 9|15 | _eg)
celac (1) (2) (6) (12) (29) (46) (66) (73) (78) (80) (83) (90) (93) (100) p=o

Fig. 3.

Background factors (5). Susceptibillity distribution shown by

value of isolates in each case (adopted by the committee)

maximum MIC:
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Table 6. Background factors (3). Initial symptoms and signs
(cases accepted by the committee)
cefotiam hexetil | —@
No. of cases cefaclor . O——0
cefotlnm alaclor %
oo |_hexetil | €€ ac fest
Ttem Severity 158 157 ( 2‘0 49 60 80 100 U tesl
none 15 9 | i P NS
mild 20 28 ' 1 ! .
Spont;x:leous moderate | 72 68 ; [ (p=0.974)
p severe 51 50 ! f ' '
N.RY 0 2 .
none 6 3 P
mild 14 18 | 2 N.S.
Tenderness | moderate 62 71 ! ' (P=0.236)
severe 74 62 | !
N.R. 2 3
none 16 13 S
mild 31 40 0o N.S.
Induration |moderate| 52 58 i . (p=0.187)
severe 55 40 Jde
N.R. 4 6
none 4 2 HE E E
mild 14 16 R NS.
Redness | 1ogerate| 74 73 . : : (p=0.955)
severe 66 66 ! I
none 9 9 R
mild 40 41 WS N N.S.
Local heat | moderate 56 63 ! . (p=0.357)
severe 52 40 i SN
NR. i 1
none 9 8 ; ! i :
mild 27 30 O NSS.
Swelling | moderate| 62 67 ' b (p=0.509)
severe 55 48 - AN
NE. 5 7 _
none 70 57 P o
. mild 15 25 C N
ng;fgleo T | moderate 28 25 2 HE (p=0.080)
severe 8 17 P L
N.R. 37 33
none 50 37 o
Pus mild 37 41 ®» NS.
h moderate 33 42 [ (p=0.347)
discharge severe 34 31 o
N.R. 4 6
<37.0 47 41
Body <37.5 9 5 N.S.
temperature | <38.0 4 3 =
(c) 38.0< 3 3 (p=0660)
Not tested 95 105
< 8000 82 93 :
<10000 33 26 : NS
WBC H S.
(/mm?3) <15000 2 19 ! (p=0.179)
15000= 3 3 :
Not tested 16 16
# Score 0:none; 1:mild; 2:moderate; 3: severe

Y N.R. : Not recorded

38 g, FRh 15 4, %) 10 flLHBRHR84.2% T
&Y, CCL B2ER 70 §l, BZY 57 fl, ®LH%) 20
i, 4#E%h 10 GITHEZE 80.9% Thb, MHECER
Eirihoto TOEHMRDOEL3.3% ThHy, Eiext
+% 95% EEREL —5.7~12.3% Th-t,

(2) BRIEH

FELSHER X DBERHEIT O TN LickER
% Table 9 127R Lico REFAIBKRHR T, £ ()
4 - iR - FRELE - X5 - IR LR B () % -
s\ T CTM-HE 4% 91.1%, CCL B2 72.7%

DHEZYET CTM-HE BOH) BEICE) » T, BE
e ) v (D KE RS - SR, CRRREK
FUOTHAEFFLIEVCEDEY R UAEE R h -
oo TOMOERAF TRV CTRHHMICEE L2
el oo,

EREHEIC X HEERSE X BRI (Table10) L
Th, RRLHELARCEERNOEE (B) X -8
Bick\T CTM-HE E2% 91.1%, CCL M 70.9%
DEHETHEIC CTM-HE B2BR BRER & oo
TOMDOEREF IOV CEEHM A EE b 7
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Table 7. Background factors (4). Distribution of organisms isolated from
each case before treatment (cases accepted by (he committee)

No. of cases
Isolated organism x? Llest
. cefotiam hexetil cefaclor total
| S. awrcus 56 38 94
CNS® 22 33 55
S. pyogencs 5 2 7
G(+) | Streptococcus spp. 1 6 7
Monomicrobial
R . Enterococcus spp. 2 2 4
infection
Micrococcus spp. 2 4 6
sub-total - 88 85 173 N.S.
G(-) 5 6 11 (p=0.269)
anaerobes 9 11 20
G(+) 13 15 28
Polymicrobial® G(+)+G(~) 10 7 17
infection G(—) 4 5 9
sub-total 27 27 54
Total ' 129 129 258
a) CNS : coagulase-negative staphylococci
b) Including Gram (—) and (+) anaerobes
Table 8. Clinical response
Criteria of the committee
No. of cases (%, cumulative) Statistical analysis
Treatment . g o i U test x? test
excellent £00 air poor tota esf (excellent+good)
. . 48 81 21 8 158
Cefotiam hexetil (30.4) (81.6)
5 N.S. NS.
49 71 29 8
Cefaclor (3L.2) | (76.4)
Criteria of the physicians
No. of cases (%, cumulative) Statistical analysis
Treatment " foi total U test x? test
excellent £g00 air poor ota es (excellent +good)
. . 75 58 15 10 158
Cefotiam hexetil (47.5) (84.2)
N.S. N.S.
Cefaclor 70 57 20 10 157
¢ (44.6) | (80.9)
N.S.:p>0.1
-1 10 @, BzfR7 6, 7K 6 fITHARIL 81.0%, CCL
(3) MEFHHR B 118 ik, {H%k 95 I, —HMEER T IR 5 B,

RERBIMRCES RIS h, BOMRERA LAE BRI, TEIFITHERL 80.5% LMBHICH
B DB FHEIE ORE % Table1l R Lic, CTM- BFEX I o1
HE B 121 fid, & 98 fl, —EHKE KD FHBEOW B Table 12 1R Uico  BEECERAR
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Clinical response classified by background factors of patients
(committee’s criteria)

cefotiam hexetil | —@
. O—O0

cefaclor
"excellent - good”/cases evaluated. ,
assificali - 77 % test
Item Classification Cﬁ{,‘:‘g?ﬂ" cotactor] ¢ 210 4'0 6:0 " 1004

13 ~19 5/ 5| 5/ 6 for o PA|NS

20 ~ 29 30/ 33| 32/ 43 oo : NS

30 ~ 39 36/ 42| 22/ 27 A NS.

Age (yrs) 40 ~ 49 20/ 25| 24/ 30 A, NS,

50 ~ 59 16/ 25| 17/ 23 b eg N.S.

60 ~ 83 22/ 28| 20/ 28 S =) NS

folliculitis & furuncle group 41/ 45| 40/ 55 ; ! :I H " (p=0.038)

cellulitis & lymphangitis group 25/ 31| 22/ 28 ! ! : NS.

Diagnosis® abscess & atheroma 38/ 51 BG// 46 ' | K N’,S,

g periproctal abscess 7/ 7| 3/ 4 | ! ' ) t\S

secondary infections 17/ 23| 18/ 23 H ! ! NS

mastitis 1/ 11 1/ 1 ! ! 1 ] 3 —_
. mild 33/ 42| 31/ 45 Lo
Severity moderate 71/ 85| 61/ 87 b
(committee’s criteria) severe 25/ 31| 22/ 25 : !
Underlying disease no 81/100| 74/ 97 | !
& complication yes 48/ 58| 46/ 60 i i
Pretreatment no 122/148 [ 113/146 ! ]
with antibiotic yes 3/ 6| 7/11 i '
Surgical pretreatment "o 72/ 94| 68/ 97 : ;
yes 57/ 64| 52/ 60 : i
Maximum value® =078 83/ 98| 46/ SZ ; i
of MIC (ug/ml, 10° cells) 156 ~ 50 15/ 19| 41/ 55 b
' 100< 5/ 6] 9/13 ro

») See Table 5.
 Refer to Fig. 3.

Table 10.

(physician’s criteria)

Clinical responeses classified by background factors of patiens

cefotiam hexetil : ¢——@

cefaclor I O0—O
o “excellent + good”/cases evaluated.
Item Classification Cefotiam z X test
hexetil |Cefaclor| 0 20 40 60 80 100"

13 ~ 19 5/ 5] 5/ 6 o1 R oANs

20 ~ 29 29/ 33| 36/ 43 : H ' p NS

. 30 ~ 39 39/ 42| 21/ 27 oo NS

Age (yrs) 10 ~ 9 21/ 25| 25/ 30 oo XS

50 ~ 59 18/ 25| 17/ 23 Cob o« NS
60 — 83 21/ 28| 23/ 28 ' 1 i N.S.

folliculitis & furuncle group 41/ 45| 39/ 55 ' E i *  (p=0.024)

cellulitis & lymphangitis group 25/ 31| 26 28 ' H E NS

Diagnosis abscess & atheroma 42/ 51| 39/ 46 ! ! ' N\.S
periproctal abscess 77 4/ 4 ' | ! —

secondary infections 17/ 23| 18 23 ! i ! NS

mastitis 1/ 10 1/ 1 Lo -
Severity mild 44/ 46| 36/ 42 o NS,

eventy moderate 80/101| 83/103 oo NS
(physician's criteria) severe o/ 11| 8 12 ! i E \S
Underlying disease no 89/100] 78/ 97 ' : ; T NS
it i ’ ) ! | ' AR
& complication ves 44/ 58| 49/ 60 , i ' X N.S
Pretreatment no 127/148{ 119/146 : ! .)490 NS
with antibiotic ves 3/ 6] 8/ 11 : i 1 ' NS

: no 75/ 94| 69/ 97 ' Lo ! y
Surgical pretreatment ! ' ' NS
urgical p yes 58/ 64| 58/ 60 : E ! ! N.S
eI JIE
of MIC (ug/ml, 106 cells) : ! i : N.S.
g 100 5/ 6 11/ 13 P N.S.

» See Table 5. * 1 p<0.05

Y Refer to Fig. 3.

NS.:p>01
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Table 11. Bactériological response (patients with positive culture)

No. of cases ( )%
partly X2 test
Treatment ; .
eradicated eradcl’iated replaced unchanged total (eradicated)
decreased
Cefotiam 98 10 7 6 121
hexetil (81.0) (8.3) (5.8) (5.0)
95 5 9 9 118 NS
Cefacl
acor 1 (80.5) (4.2) (7.6) (7.6)
N.S.:p>0.1

RRYSFEI S W CEE BAHE Th B Staphylococcus
aureus DRz CTM-HE £ 82.5% (47/57), CCL
£ 80.5% (33/41),
(CNS) oi§4%=ix CTM-HE 2 84.0% (21/25), CCL
PE 91.4% (32/35) LWEMICAEZELRL, WTho
EFDBEERYR L, 77 2BHELEOHKR
%% T3 CTM-HE B 85.6% (89/104), CCL £ 87.1
9% (88/101) tEMotce 77 AEMEILOWTYE, &
Fix A iehs - 7oht CTM-HE ¥ 95.0%, CCL 2 85.0%
DERETH - T

LBHBE oW LRI CTM-HE #F 89.5% (136/152),
CCL ¥ 89.3% (134/150) L7ch, WEE & b RIFIHIE
FERZIRHR LT

4. BHMEIER - FTROED L 2BRBEE

REBAARIC S DEFITED b BRME, EM,
B Rk RUHR, EBRE SBEcouT, HERO
HBY% Table13 iR L1z, HER, RTER BHEO
7 BEOHEERIITELFEL S 80% LLETH-1rs,
BREOMERIIVTHY 60% LT Thotco ik X
VB s It LTIt CTM-HE BEojskst CCL B
Il EH» -t (—igfk Wilcoxon #R%E T ESE : p=
0.061, HRFEE : p=0.084), DML - BT R Tl
BEEXLI -1,

oo BRUEE DS % Table 14 1R Lic, 3 B,
5 A%, 7HBICETHEESEE LLBE LD
41 CTM-HE BTZth%h 31.6%, 47.8%, 81.0%,
CCL BETEFhFh 24.8%, 46.7%, 74.5% ThH-ic
2, HEBCEEREZER L) -7

5. Z&H

(1) BfuErIEIrER

BB EEIEA: CTM-HE B 169 fi+ 5 6l i<,
CCL # 175 IR 8fliciidbh, FEERIThILh
3.0%, 4.6% THot (Tablel5), EIFEOHEY
Table 16 &R Lo CTM-HE B THID 1 i3
b EERDHERE LTcH R Th » 1o ¥ IRBRBAIARTICHF

coagulase-negative staphylococci

AT BERES At CCL #yl 3 IR LI EMIL
SREABAME B ¥ T minocycline ML I T e, BB
EH| L OREBBRIIBTE TE b » 1o TOMDEIER
RO EM R Erirhlbc X b 1~ 3 BREE
ROWELRHT, ¥, CTM-HE B0 5 @AitvTFhd
IRIE CLOIBRIERLE D TTHETH » 7o, CCL BT 8
Bk 6 AU EIE A FIEI hic,

(2) BEERHR#E

HEAEH L ORBEFNEE TE L WERREBERE
% Gh% Table 17 iR Lico, CTM-HE E T2 125 flh
9 filic, CCL I T 129 fiF 8 flic REZEHHN AL
h, RERIFIAEN 7.2%, 6.2% Thote CTM-
HE iz GOT L8 2 4, GPT k& 14, GOT-GPT
LR 56, FEERBESIVY vARBALO1HITH
b, CCL BTz GOT L& 14, GOT-GPT k& 341,
GPT -y A v v LR 16, FBREHS 2 6, BR
#4551 TH -7, WThLEERL 0L, BEF
TR LB b OREFEL E fkdhdE L,

(3) HHERLE

B EAEIER LD O ClERREED REEDO 8
- ERERE L - HiEReE Y Table18 1t/R L1,
CTM-HE ¥ 169 b, RO/ L 153 #l, (23RIER L

18 g, @RS B 20, FENRH D 16T, MEk

LE3ErER Lots (R£X) 1 98.2%, CCL 3
175 fidr, RIE7c L 153 4, ISR L 15 f, %
RIZEH 55 30, FIERDS 40 TRERIL 96.0% &
TELIBVWEREMER Lt

6. HR%

RN R L ReMTEE LIcBRHEORKR Y Ta-
ble 19 iR Lo CTM-HE #Cixfd CHEA 76 4,
R ST fl, EA 14 fl, BRI Bbhicn 10
@, FE LS RW1IFTHEAU LD AR 84.2%,
CCL BTiHEdTHM 69 fl, B 58 fl, ©°°HH
20 B, BRELEELbRITWI12 6, FF LW 28T
HRE 78.9% THH, WHEMCHEEZRRD bR,
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Table 12. Bacteriological response classified-by isolated orgapisms

No. of strains Eradication
Organisn ‘ - rate Fisher's test
mem treatment® total eradicated persisted %
CTM-HE 57 47 10 82.5 NS
S.-aureus cCL 11 33 8 80.5
CNSY CTM-HE > 91.4 N.S.
. CCL 35 32 3 :
CTM-HE 6 6 0 100.0 —
S. pyogenes CCL 5 5 0 100.0
CTM-HE 5 5 0 100.0 _
G (+) Streptococcus spp. CCL 8 8 0 100.0
CTM-HE 7 6 1 8.7
N.S.
Enterococcus Spp. cCL 5 3 2 60.0
her CTM-HE 4 4 0 100.0 _
others CCL 7 7 0 100.0
CTM-HE 104 89 15 85.6
] NS.
sub-total cCL 101 88 13 87.1
CTM-HE 6 5 1 83.3
. NS.
E. coli cCcL 6 4 2 66.7 S
. CTM-HE 2 2 0 100.0
Klebsiella spp. cCL 4 4 0 100.0
Erorobacior S CTM-HE 4 4 0 100.0 _
nterobacter Spp. CCL 1 1 0 100.0
CTM-HE 3 3 0 100.0
G (—) Proteus spp. cCL 1 1 0 100.0
CTM-HE 2 2 0 100.0
P .
seudomonas SPp. cCL 3 9 1 66.7 N.S.
others CIM-HE 5 3 0 1900 -
CCL 5 5 0 100.0
CTM-HE 20 19 1 95.0
b-total X
subtota ccL 20 17 3 85.0 NS
CTM-HE 13 13 0 100.0
Peptostrept . -
eptostreptococcus spp. cCL 13 13 0 100.0
.. . CTM-HE 7 7 0 100.0
P bact X —
ropl(mz aclerium Spp CCL 9 9 0 1000
. CTM-HE 7 7 0 100.0
A b Bacteroid . -
naerobes clevoides Spp CCL 4 4 0 100.0
CTM-HE 1 1 0 100.0
ther: -
others CCL 3 3 0 100.0
CTM-HE 28 28 0 100.0
b-total : —
sub~tota cCL 29 29 0 100.0
CTM-HE 152 136 16 89.5
Total ccL 150 134 16 89.3 NS
N.S.:p>0.1

a) CTM-HE : cefotiam hexetil, CCL : cefaclor
b) CNS : coagulase-negative staphylococci
c) x? test
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Table 13. Disappearance rates® of symptoms and signs at each evaluation time

Symptom No. of Rate of disappearance (%) Statistical analysis
. or Treatment® cases
sign evaluated | after 3 days | after 5 days | after 7 days LR? GwW?
Spontaneous CTM-HE 143 37.8 64.1 88.8 NS NS
pain CCL 146 38.4 60.6 84.0 o
Tenderness CTM-HE 150 24.0 48.6 81.7 PN AN
CCL 151 17.9 39.3 74.2 (p=0.061) (p=0.061)
CTM-HE 138 13.8 32.4 57.0
. i N.S. S.
Induration ccL 138 15.2 30.0 50.1 S NS
CTM-HE 154 22.1 41.6 69.5
.S. N.S.
Redness cCL 155 18.1 37.0 62.2 NS 5
CTM-HE 148 47.3 68.1 88.1 A
Local t N.S.
ocal hea ccL 144 36.1 61.5 85.9 (p=0.084)
CTM-HE 144 33.3 52.0 76.4
relli N.S. N.S.
Swelling ccL 145 22.8 51.4 76.8 5 5
CTM-HE 104 30.8 52.2 82.0
i N.S. N.S.
Pus discharge ccL 114 33.3 54.8 80.5 5
A 1p<0.1
N.S.:p>0.1
a) estimated by the actuarial method.
b) CTM-HE : cefotiam hexetil, CCL : cefaclor
c) log rank test.
d) generalized Wilcoxon test.
Table 14. Global improvement rating
Total no. of Rate of improvement” (%) Statistical®
Treatment ;
cases after 3 days | after 5 days | after 7 days analysis
Cefotiam hexetil 158 31.6 47.8 81.0
N.S.
Cefaclor 157 24.8 46.7 74.5
N.S. :p>0.1
a) percentages rated cured and markedly improved were estimated by the actuarial
method.
b) log rank test and generalized Wilcoxon test.
Table 15. Frequency of adverse reactions
No. of cases with adverse reaction
administration no. of cases incidence of
Treatment total . 2% test
continued discontinued evaluated side effects
Cefotlal'm 5 5 169 3.0%
hexetil
N.S.
Cefaclor 2 6 8 175 4.6%
N.S.:p>0.1

o1z, ¥k, MREOFAEDZ (CTM-HE ##-CCL 79
CRT 5 95% EEXEL —3.8~14.4% Th-1
111. % =
FLOMEWERSESE LHFE S h, SBRIIED

BRCAERERY LT3, —F CARBELETHE
D RS I I & 750 - T ME T X 5 R A4 N
LTWABZ EDHEETHY, 2O LINERIOKE
BHEBOBPEC S TH AN TRV, UL, BE
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Table 16. Cases with adverse reactions

Age . Occurrence Causal relation - .
. . . ity ) Administration
Treatment | Sex (yrs) Symptoms Severity on with study drug
M 17 | nausea mild after 2 days probable continued
M 70 | diarrhea mild after 5 days probable continued
Cefoti ] )
]e ° ]ta.lln M 48 | diarrhea mild after 3 days possible continued
hexeti
M 24 heavy feeling in the head mild after 4 days possible continued
M 70 malaise mild after 1 day possible continued
M 36 | nausea mild after 1 day possible continued
F 20 nausea moderate after 3 days probable discontinued
anorexia
nausea
F 74 sleepiness moderate after 1 day possible discontinued
coldness
F 48 abdominal pain, upper moderate after 3 days probable discontinued
Cefaclor F 27 heavy feeling in the stomach mild at entry probable continued
suffocating sensation
F 35 ringing in ears mild at entry possible discontinued
numbness of the limbs
urticaria severe
F 74 fever moderate at entry difinite discontinued
postural dizziness mild
M 24 exacerbation of urticaria moderate after 3 days possible discontinued

lower case

PR W THELE T 2 EESSMERRIED LI, &
B T% ek S. aureus, CNS, Streptococcus 1c& D 7 5
AEHRENEEYE LTV B, 202 Liz4Ebhb
MPER L 7o ARBOBEEE,» L LBDHHN B (Ta-
ble7), &AL 7 » v AHE Y vF| cefotiam (CTM) %
Cht 75 ABHEHEXIIUD 7 7 ABME T TEL
WHENRFT 51, BEBROBTEHIFHHIh
BRCEBR LTV 2ERRER DOV Lo TH D, S,
AL CTM O prFFonksy =x5710{T5
LI X D ELEN L ORI EED, FOf5E XTI
L7 cefotiam hexetil (CTM-HE) o\ TEKFELER
BEBRECHT 2B, Te&MsIUERALEYESR
ENCEHE S 570, ZOFRRTHRERDABIN T3
CCL L o—EEHRIERBR = Lic,

%4, CTM-HE 200 mg (Hffi) BE#HEEHD CTM
De b ARREC— 7 BN 1.5 BRIEK 2.45+0,73
pg/ml THH?, CTM OHEEEME ORI
5 MICg DE? % EEIARE THh-7cZ &, FHLET
HTE h i - KRR T CTM-HE o open
study i\ T, 1 A& 600mg (Iffi) » 3 © 7 HEH
SChHnBRGEN BLhcZ &Y b, CTM-HE

D1 AEERAEL LT 600mg (H{) % 3B
B liclic, —F, NBED CCL RHEAETHA1
H&E 750 mg (Hffi) *3E/HE LTHE LT,

FREC BT BB ERERI L 354§ T, BEhEMmESR
%41 CTM-HE #t 158 @, CCL & 157 it 315 ¢
Hollo MHMOBEOTRATIZEELREIIZEDL
hichotcs

REBERD BRI WT, ZERELHATOHFPRLT
CTM-HE % 81.6%, CCL % 76.4%, —7%, TEH
Tt CTM-HE % 84.2%, CCL £ 80.9% &ich,
MHETEREZIRDbhEh o1, ok, FOHED
BRI E 75 BEER - TR 5 bE/RS XU RTAR
DiE% CCL BT~ T CTM-HE BEDF A E -1
(Table13), %7z, FHEIC L 3 2B UEEOHEB (Ta-
bleld) %4 2L, 7THHEITHEEIIELLNELL
- TcElE (@ER) 12 CTM-HE # 81.0%, CCL &
74.5% Thotleo SEFICIER LT ERLSHCENE
T L BZRHE L ERERTE & B & < —F Ui,

BREIIBRDFIZD T BN 21T » foht £
(@) %, W, WEE, X5, BRs»ohsEE (D)
%K BHCEVCT ZRRSHE, IRBEHELL CTM-
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Table 17. Cases with abnormal alterations of laboratory findings
Sex and Tests and alterations (.,fauszll .
Treatment relation with
age (yrs) (before treatment — after treatment — follow-up)
study drug
M - 30 basophils (2% — 8 %) « lymphocytes (31% — 11%) possible
M- 44 S-GOT (25 — 83) possible
F-21 S-GOT (12 — 32) possible
M - 30 S-GPT (17 — 44) possible
Cefoti
]feie‘:’ M- 43 S-GOT (35 —» 71) - S-GPT (99 — 167) possible
F-25 S-GOT (37 — 63) + S-GPT (62 — 139) possible
M - 56 S-GOT (10 — 33 — 21) - S-GPT (28 — 52 — 44) possible
M - 64 S-GOT (21 — 30 — 29) - S-GPT (19 — 33 — 31) possible
M - 37 S-GOT (34 — 79) + S-GPT (97 — 167) probable
F-28 eosinophils (4% — 11% — 2 %) possible
M - 65 eosinophils (5% — 13%) possible
F -61 monocytes (4.0% — 13.5% — 4.0% possible
M - 43 S-GOT (29 — 46) possible
Cefaclor
M- 51 S-GOT (22 — 50 — 18) + S-GPT (17 — 55 — 13) probable
M - 46 S-GOT (105 — 418 — 291) - S-GPT (148 — 410 — 213) possible
M - 28 S-GOT (37 — 55) + S-GPT (58 — 85) possible
M - 32 S-GOT (28 — 43) - total bilirubin (0.6 — 1.1) possible
lower case
Table 18. Overall safety rating
No. of cases (%, cumulative) Statistical analysis
2
Treatment no almost no slight marked 27 test
problem total U test no problem
problem problem problem problem
+almost no problem,
Cefotiam 153 13 2 1 169
hexetil (90.5) (98.2)
N.S. N.S.
Cefaclor 153 15 3 4 175
(87.4) (96.0)
NS.:p>0.1
Table 19. Clinical usefulness
No. of cases (%, cumulative) Statistical analysis
2 test
Treatment ightl z
extremely useful slightly useless | undesirable total U test extremely useful
useful useful
+useful
Cefotiam 76 57 14 10 1 158
hexetil (48.1) (84.2)
N.S. N.S.
Cefacl 69 58 20 12 2 161
a1 (42.9) (78.9)

N.S.:p>0.1
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HE BoORRRIARIC B L B R L Ie » oo B
(&) %8, L, RMBTH Bt k5w IR LA
JEYUE COE T RYYETH S = & 2 B (Table ),
CTM-HE 2% B¢ ik AL iE e A7 T 7 38 TH B &
EDMEMN Lo T,

B TR DAL RS U TV MBI AL . 28 5 TR A A B
IR RIC A BUE T o SO Y L TH Do K
BRI 3 W T IR A BHIAA R 21T e - T E D AT 4D
RAALTERE X b HRBINEETH D, RO & —H
THRETH - 120

7y r ARY VRGUEY BT OVEMEED BRI
A isCIRFITH B, SERAIEE /e » o CCL i
DUWTHEIERO I WIERIE LTHAIhTED,
CTM-HE DiEH:AETHS CTM e\ THELMED
MEREER T 5, FILBABIC 3\ T IR O Bl
HHYREIERA © 38 BlR 11 CTM-HE #¥ 3.0% (5/169),
CCL B¥ 4.6% (8/175) L{E<, Zh ¥ ToORM &L EED
BURTH - 1o iz CTM-HE Bz s} % BIfEFR B
TEGIRETHD, RRFEH O 5T TTHETH»
120 EEFRBEMEREZ T CTM-HE B9 4, CCL ##
8 FITHRBERIIFTNFN 7.2%, 6.2% Th-t, At
HOEIEAR SUBKGREEREED 2HE L THES
iR REE T OWT, BER L& EREe LoE
413 CTM-HE 8 98.2%, CCL £ 96.0% L i#k#| &
LREMDOEVCEFRTH D LIRS,
BRI LR EER LCHERAEHELSVT, B
AL oA AR CTM-HE 3£ 84.2%, CCL ££78.9%
TR CHEEIR A 5 o

AEORBTELN CCL BOARRH L7 A%
DEMEER - TROSBBEEOHE L, “hi T
E X hic KEKMAGREIE ¥ 7ok BREE/LBE
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For an objective evaluation of the clinical efficacy, safety, and usefulness of cefotiam hexetil
(CTM-HE) in skin and soft tissue infections, a double-blind study was conducted using cefaclor (CCL)
as a positive control. Patients were given orally either 200 mg t.i.d. of CTM-HE or 250 mg t.i.d.
of CCL for 7 consecutive days.

Of the 354 patients (175 on CTM-HE and 179 on CCL) included in this trial, 315 (158 on CTM-HE
and 157 on CCL) were accepted by the committee members for the evaluation of therapeutic efficacy,
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344 (169 on CTM-HE and 175 on CCL) for the evaluation of safety, and 319 (158 on CTM-HE and
161 on CCL) for the evaluation of usefulness. The patients’ characteristics in both treatment
groups were almost the same. The results obtained were as follows :

1. Clinical efficacy was judged excellent and good by the committee in 81.6% (129/158) of the
patients on CTM-HE versus 76.4% (120/157) of those on CCL. The physician’s evaluation was
excellent and good in 84.29 (133/158) of the patients on CTM-HE versus 80.9% (127/157) of those
on CCL. Both evaluations generated similar results.

2. The results of the clinical efficacy evaluation were classified by diagnosis into groups of infec-
tions. For the group consisting of folliculitis, furuncle, furunculosis, carbuncle, and impetigo, the
clinical efficacy rate was significantly higher in the patients on CTM-HE than in those on CCL (P<
0.05) in both the evaluations by the committee and physicians.

3. As to the bacteriological response, cradication occurred in 81.0% (98/121) of the patients on
CTM-HE versus 80.5% (95/118) of those on CCL. Staphylococcus aureus, which was the most
frequently isolated species, was eradicated in 82.5% (47/57) of the strains isolated from the patients
on CTM-HE versus 80.5% (33/41) of those on CCL. There was no statistically significant difference
in the eradication rate between both treatment groups.

4. Side effects occurred in 3.0% (5) of the patients on CTM-HE and 4.6% (8) of those on CCL.
Abnormal alterations of the laboratory findings were noted in 7.2% (9) of the patients on CTM-HE
and 6.2% (8) of those on CCL. There was no statistically significant difference. Overall safety
rating was “almost no problem” and “no problem” in 98.2% of the patients on CTM-HE versus 96.0%
of those on CCL, showing no statistically significant difference.

5. Global usefulness rating was useful and very useful in 84.2% of the patients on CTM-HE versus
78.92% of those on CCL. There was no statistically significant difference.

The results showed that 200 mg t.i.d. of CTM-HE was equivalent to 250 mg t.i.d. of CCL in
efficacy, safety and usefulness. We conclude that CTM-HE is a useful drug in the treatment of skin
and soft tissue infections.



